Background
The evaluation of treatments for rare diseases presents a number of challenges for trial practitioners, regulators and policy makers. Small sample sizes mean that 'standard' approaches to trial design and analysis may not be appropriate and alternatives such as Bayesian trial designs have been recommended [Lilford et al 1995] . However, little is known about the design and analysis approaches that have been implemented in practice.
Methods
We will perform a review of rare disease clinical trials to (i) describe the trial design characteristics that have been applied to rare disease clinical trials;
(ii) summarise the characteristics that facilitate or hinder the design, conduct and publication of rare disease clinical trials;
(iii) summarise approaches in which researchers have attempted to improve the efficiency of rare disease clinical trials;
(iv) identify whether alternative design and analysis considerations may have been possible in a given trial.
Rare disease clinical trials will be identified through electronic search of trial registries (http://www.clinicaltrials. gov and http://www.orpha.net). Trials will be assessed for inclusion by two independent reviewers and relevant data extracted. Trials will be summarised qualitatively with regard to the methodologies adopted and their strengths and weaknesses.
Results
Preliminary results will be available to discuss at the conference.
Conclusions
The purpose of this review is to explore how rare disease trials have been implemented. This will provide a much needed summary of approaches that have been used in practice, highlighting where possible, why particular designs have been chosen.
